INTRODUCTION
In order to study the spatial distribution of relatively uncommon conditions it is usually necessary to collect cases from a wide area (e.g., a region) and, if a smaller unit of space is used (say a county borough), the time period for collection has to be extended in order to accumulate a sufficient number of cases to give a stable incidence rate. These constraints put the investigator at some disadvantage since the wider he has to cast his net in space or in time the more his confidence is undermined that his comparison groups are similar in all respects apart from the one under investigation, thus limiting the inferences he can make from his findings. Ideally, spatial behaviour should be examined within subdivisions of a reasonably homogeneous area whose demographic and social characteristics are well known to the investigator, for example, electoral ward comparisons within a town. But how can 'low intensity epidemicity' in space such as this be studied without waiting a long time for a sufficiently large number of cases to accumulate?
In 1963 Knox suggested that this difficulty could be overcome for studies of spatial and temporal behaviour together and he published a test of space-time clustering which allowed the joint space-time relationship of small numbers of cases to be investigated. Since then this method has been applied to various disorders, including leukaemia, Hodgkin's disease, Down's syndrome, and cleft palate. Trichopoulos, Desmond,Yen, and MacMahon (1971) reported no evidence of space-time clustering in anencephaly and spina bifida in a sample of 1,003 affected infants born in Rhode Island between 1936 and 1965 . Fedrick and Wilson (1971 looked for evidence of space-time clustering of abnormalities occurring in Glasgow from 1964 to 1968, comparing the index cases with an unmatched 5% random sample of all births. They found significant clustering of hydrocephalus but not of anencephalus or spina bifida. Siemiatycki and McDonald (1972) similarly investigated cases from 1956 to 1965 in Quebec with inconclusive results. Knox's method, however, does not allow the spatial behaviour to be studied separately from temporal behaviour, and thus to date the spatial distribution of neural tube defects in small well-defined 'homogeneous' communities has never been subjected to any tests of mathematical probability in order to ascertain if their distribution is non-random. There have, however, been frequent subjective impressions of spatial clustering in small communities, in particular in the reports of Polman (1951 ), Pleydell (1960 , Boris, Blumberg, Feldman, and Sellers (1963) , Laurence, Carter, and David (1967) , Spellman (1969) , Flynt (1970), and Aylett (1973) .
In 1973 Aylett (1973) reported the birth of 18 infants during the period 1968-72 inclusive in the rural town of Corsham. These cases consisted of five anencephalics, one of which also had spina bifida, 12 with spina bifida, seven of these also having hydrocephaly, and one with hydrocephaly alone. This represented an incidence of 19 -8 per 1,000 births, a figure higher than any previously recorded.
The study area measured 10 square miles and was defined using the Registrar General's Census Enumerating Districts. This allowed demographic comparisons to be made which confirmed that the study area had a birth rate, maternal age, and parity distribution similar to the south-west region of England and Wales. There were, however, a higher proportion of social class III and a lower proportion of social classes IV and V in the study area compared with the south-west region as a whole. During the five-year period of the study 
RESULTS
The number of pairs less than specified distances derived from the frequency distribution of all possible pairs of neural tube defects in the random samples is shown in Table I , and significance values have been applied for various critical differences to the differences between the observed number of neural tube defect pairs and the number expected from randomly selected matched controls. A critical distance between cases of up to 100 metres gives a highly significant result (P = 0-001) and with one exception the observed number of pairs significantly exceeds the expected number even up to 1,000 metres. These results are summarized in Table II . Beyond 2,000 metres the results no longer achieve significance.
DISCUSSION
The results of this study would appear to confirm Aylett's original subjective impression that this was a local epidemic of neural tube defects, and as far as we are aware this is the first time that spatial epidemicity in a small community has been demonstrated statistically. The most likely explanation of this finding is that families with similar genes or religious, cultural or other common interests are more likely to live closer to one another than those with no ethnic ties.
However, examination of the ethnic background of the study population revealed that it was exclusively Anglo-Saxon apart from one Asian and two West Indian families whose offspring did not comprise any of the case group. Possible blood Furthermore, the strict matching of controls for social class, parity, maternal age, and month of birth almost certainly means that these factors (and other factors closely associated with them) are not the cause of this phenomenon. There remains, therefore, the real possibility that within this area some environmental factor, as yet unrecognized, is causing a spatial clustering of neural tube defects. However, our results could just possibly be the one chance in a thousand occurrence predicted by the statistical analysis, and this can be refuted only by the confirmation of this finding in other communities. But in the meanwhile this new observation must rekindle optimism that the distribution of neural tube defects is under some eRvironmental influence and that, theoretically at least, the problem is still open to some form of preventive measure once the factor has been determined.
